Ribosome biogenesis is closely linked to the cell growth and proliferation. Dysregulation of this process causes several diseases collectively known as ribosomopathies. For the final step of the maturation of the ribosome, the nascent 40S and 60S subunits are exported from the nucleus to the cell cytoplasm. To prevent premature association of these ribosomal subunits, eukaryotic initiation factor 6 (eIF6) binds the 60S subunit within the nucleus. Its release in the cytoplasm requires the interaction of EFL1 and SDBS proteins. In Shwachman-Diamond syndrome (SDS), a defective SDBS protein prevents eIF6 eviction, inhibiting its recycle to the nucleus and subsequent formation of the active 80S ribosome. We have shown that the interaction of EFL1 with SBDS resulted in a decrease of the Michaelis-Menten constant (KM) for GTP and thus SBDS acts as a GEF for EFL1 [1].
